Background: The diagnostic and prognostic significance of carcinoembryonic antigen (CEA), carbohydrate associated antigen 19-9 (CA19-9), alpha-fetoprotein (AFP) and cancer antigen 125 (CA125) in early gastric cancer have not been investigated yet. Thus, the present study aimed to explore the diagnostic and prognostic significance of the four tumor markers for early gastric cancer. Methods: From September 2008 to March 2015, 587 early gastric cancer patients were given radical gastrectomy in our center. The clinicopathological characteristics were recorded. The association between levels of CEA and CA19-9 and clinicopathological characteristics and prognosis of patients were analyzed. Results: There were 444 men (75.6%) and 143 women (24.4%). The median age was 57 years (ranged 21-85). The 1-, 3-and 5-year overall survival rate was 99.1%, 96.8% and 93.1%, respectively. The positive rate of CEA, CA19-9, AFP and CA125 was 4.3%, 4.8%, 1.5% and 1.9%, respectively. The positive rate of all markers combined was 10.4%. The associations between the clinicopathological features and levels of CEA and CA19-9 were analyzed. No significant association was found between CEA level and clinicopathological features. However, elevated CA19-9 level was correlated with female gender and presence of lymph node metastasis. Age > 60 years old, presence of lymph node metastasis and elevation of CEA level were independent risk factors for poor prognosis of early gastric cancer. Conclusions: The positive rates of CEA, CA19-9, APF and CA125 were relatively low for early gastric cancer. Elevation of CA19-9 level was associated with female gender and presence of lymph node metastasis. Elevation of CEA level was an independent risk factor for the poor prognosis of early gastric cancer.
Background
Gastric cancer is the fourth commonest malignancy and the second leading cause of tumor related death all over the world [1] . Early gastric cancer is a lesion only invading mucosa or submucosa, with or without lymph node metastasis (LNM) [2] . Early diagnosis of gastric cancer is critical for optimal treatment. The ratio of early gastric cancer at diagnosis is increasing with advanced techniques and screening programs [3] . As detection of serum tumor markers are more convenient than other approaches, they are widely applied in early diagnosis of gastric cancer [4] . Unfortunately, the optimal serum biomarker for the detection of early gastric cancer is still under investigation [5] .
The prognosis of early gastric cancer is favorable after radical gastrectomy, with a 5-year overall survival rate exceed 97% [6] . A variety of factors have been recognized as prognostic factors for early gastric cancer, including tumor size, differentiation status, tumor depth, LNM and vessel involvement [7] . In addition, tumor markers including CEA [8] , CA19-9 [9] , and AFP [10] were demonstrated to be prognostic factors for gastric cancer. However, prognostic significance of these markers for early gastric cancer have not been investigated yet.
Given this situation, the present study aims to explore the diagnostic and prognostic significance of CEA, CA19-9, AFP and CA125 for early gastric cancer.
Methods
This study was carried out in the Xijing Hospital of Digestive Diseases, the Fourth Military Medical University. From September 2008 to March 2015, 587 early gastric cancer patients with radical gastrectomy were enrolled in our present study. This study was approved by the Ethics Committee of Xijing Hospital, and written informed consent was obtained from all patients before surgery.
All patients were treated with proximal, distal or total D2 gastrectomy. The procedure was based on the Japanese Gastric Cancer Treatment Guidelines [11] . Tumor depth and LNM were defined by pathologists in the department of pathology according to the TNM classification.
Preoperative data including gender, age, tumor location, serum CEA, CA19-9, AFP and CA125 levels were recorded. Tumor size, differentiation status, tumor depth and LNM were collected based on pathology reports. Patients were followed up till November 2016 every 3 months.
The tumor markers were detected within 7 days before surgery. The cut off value of CEA, CA19-9, AFP and CA125 levels were 5 ng/ml, 27 U/ml, 8.1 ng/ml, 35 U/ ml. The positive rates of tumor markers were defined as number of cases with elevated markers divided by total number of cases. The positive rates of combined markers were defined as number of cases with elevation in any of the markers divided by total number of cases.
Data were analyzed using SPSS 22.0 for Windows (SPSS Inc., Chicago, IL, USA). Discrete variables were analyzed by Fisher's exact test or Chi-square test. Significant prognostic factors for early gastric cancer patients identified by univariate analysis were further assessed with multivariate analysis using the Cox's proportional hazards regression model. Survival curves for overall survival were obtained using the Kaplan-Meier method. The P value less than 0.05 was considered to be statistically significant.
Results
The features of the entire cohort were summarized in Table 1 . There were 444 men (75.6%) and 143 women (24.4%). The median age was 57 years (21-85 years). The median follow up time was 39 months (5-75 months). The total number of death during follow up was 25. The 1-, 3-and 5-year overall survival rate was 99.1%, 96.8% and 93.1%, respectively (Fig. 1 ).
The positive rates of the four markers were summarized in Table 2 . The positive rate of CEA, CA19-9, AFP and CA125 level were 4.3%, 4.8%, 1.5% and 1.9%, respectively. The highest positive rate was 8.2% for combination of two markers (CA19-9 and CEA), 9.4% for combination of three markers (CA19-9, CEA and AFP or CA19-9, CEA and CA125), and 10.4% for combination of all four markers. Considering the extremely low positive rates of AFP and CA125, we only analyzed the correlation between level of CEA and CA19-9 and clinicopathological features. No association was found between CEA level and clinicopathological features (Table 3) . However, elevation of CA19-9 level was correlated with female gender and presence of LNM (Table 4) .
Prognostic factors for early gastric cancer patients were analyzed using univariate analysis ( Table 5 ). The results showed that age, LNM and CEA level were prognostic factors for early gastric cancer. The variables used for adjustment in the multivariate analyses were age, LNM and CEA level. The results showed that age, LNM and CEA level were independent prognostic factors according to multivariate analysis ( Table 6 ). The overall survival of early gastric cancer patients according to the levels of CEA and CA19-9 were shown in Figs. 2 and 3.
Discussion
Serum tumor markers are widely applied in the diagnosis, treatment effect assessment and disease monitoring [12] . Up to date, a series of studies have explored the diagnostic and prognostic value of various serum tumor markers for gastric cancer [5] . However, no study has explored the diagnostic and prognostic value of serum tumor markers for early gastric cancer. Our present study found that the positive rates of serum CEA, CA19-9, APF and CA125 were relatively low for early gastric cancer. Elevation of CA19-9 level was correlated with female gender and presence of LNM. Elevation of CEA level was an independent risk factor for the poor prognosis of early gastric cancer. The positive rates of the four markers for early gastric cancer varied widely. It was reported that the positive rate was 4.4%-15.4% for CEA [13] [14] [15] , 11.7% for CA19-9 [15] , 2.5%-3.3% for AFP [16, 17] and 6.7% for CA125 [17] . In the present study, the positive rates of all four tumor markers were lower than previous reports. Even with the combination of four tumor markers, the positive rate was only 10.4%. This indicated that the diagnostic value of the four tumor markers was extremely low for early gastric cancer.
A strong correlation between elevated tumor markers and clinicopathological features has been reported previously. It was reported that serum CEA level was correlated with tumor depth, LNM [13] and liver metastasis [18] . Other studies have reported that CA19-9 level was correlated with tumor depth, LNM and tumor stage [19, 20] . However, the association between tumor markers and the clinicopathological features of early gastric cancer has not been investigated yet. In our present study, no association was found between CEA level and clinicopathological features. However, elevation of CA19-9 level was correlated with female gender and presence of LNM.
Early gastric cancer has a favorable outcome after radical gastrectomy. The preoperative tumor markers have been reported as valuable predictors for the prognosis of gastric cancer. A meta-analysis containing 14,651 gastric cancer patients demonstrated that serum CEA level was an independent prognostic factor for gastric cancer [8] . Another meta-analysis revealed that CEA protein and mRNA levels in peritoneal lavage were associated with peritoneal recurrence after radical gastrectomy [21] . A metaanalysis containing 11,408 gastric cancer patients showed that elevated serum CA19-9 level was correlated with poor prognosis [22] . Elevated AFP level was reported to be associated with liver metastasis and poor prognosis of gastric cancer [10, 23, 24] . Elevation of peritoneal lavage CA125 level was correlated with peritoneal dissemination and poor outcomes of gastric cancer [25] . However, the prognostic value of these tumor markers for early gastric cancer was unclear. In our study, considering the extremely low positive rate of AFP and CA125 level, only the prognostic significance of CEA and CA19-9 level were analyzed. The results showed that serum CEA level was an independent prognostic factor for early gastric cancer. However, serum CA19-9 level had no prognostic significance.
There are some limitations in our study. Firstly, we did not evaluate the predictive value of postoperative levels of serum tumor markers for recurrence patterns and prognosis of early gastric cancer. Secondly, the sample size was not large enough, and the positive rate of tumor markers was relatively low, which may result in bias during analysis. Thirdly, mortality was extremely low in early gastric cancer, which will influence the prognostic significance analysis of tumor markers.
Conclusions
The positive rates of CEA, CA19-9, APF and CA125 were relatively low for early gastric cancer. Elevation of CA19-9 level was associated with female gender and presence of lymph node metastasis. Elevation of CEA level was an independent risk factor for the poor prognosis of early gastric cancer. Fig. 2 Overall survival of early gastric cancer patients stratified by CEA level Fig. 3 Overall survival of early gastric cancer patients stratified by CA19-9 level
